STV-C2 (1), STV-B (2) and STV-A (3),1} the hydroxylated analogs of cycloheximide (4) , are knownas antitumor agents isolated from the cultured broth of Streptomyces griseus. Their chemical structures ( Fig. 1 ) have been elucidated by Herr et. al.,2) but their stereochemistry was unresolved and their synthesis had not been achieved. In our previous reports.3'4) a marked difference of antimicrobial activity among the stereoisomers.of cycloheximide was shown. In order to examine the effect of a hydroxyl group introduced on the 2,4-dimethyl-l-cyclohexanone (2, ring of 4 against antimicrobial activity, we synthesized the stereoisomers of STV-C2 (1). In this paper, we report the synthesis and antimicrobial activity of STV-C2 isomers.
The synthesis of STV-C2. isomers was performed by an aldol condensation of cis-and trans-dimethyl hydroxyketones (10a and 10b) with the aldehyde 16. The ketone 10a was synthesized from (+)-cw-2,4-DMC (5) as follows. Catalytic hydrogenation of 2,4-dimethylphenol (7) and subsequent oxidation of the resulting 2,4-dimethyl-1-cyclohexanols gave (±)-cw-2,4-DMC (5),5) which was then converted to its enol-acetate 8. Epoxidation of 8 with monoperphthalic acid, which was followed by alkaline hydrolysis, gave a stereoisomeric mixture of 2-hydroxy-2,4-DMC (9), which consisted of c/s-dimethylhydroxyketone (10a, 7%) and^nms-dimethylhydroxyketone (10b, 93%) by GLC analysis. The structure of these products was elucidated by their 13C-NMR data (Table  I ). The C-2-equatorial methyl carbons of cw-4-r-butyl-2-methyl-lcyclohexanone (lla) and isocycloheximide (12) showed higher field shifts than those of the C-2-axial-methy\ carbons of trans-4-t-buty\~2methyl-1-cyclohexanone (lib) and naramycin B (13) . Because the C-2 methyl carbon (24.4ppm) of 10a shifted to a higher field than that of 10b (25.9ppm), and the C-4-methyl carbons of 10a and 10b (21.0 and 21.2ppm) were identical to the C-4-equatorial methyl carbons of isocycloheximide (12) and naramycin B(13) (21.1 and 21,5ppm), it was con-eluded that 10a and 10b were the cis-and trans-d\raeihy\ form respectiviely. Therefore, it became apparent that the synthesis of the hydroxyketones via epoxidation of the enolacetate 8 gave the ds-dimethyl hydroxyketone 10a as the main product. Furthermore, transdimethyl hydroxyketone 10b was prepared from (R)-( +)-pulegone (6) . Grignard reaction of 6 with methylmagnesium bromide gave the alcohol 14, whoseozonolysis gave the transdimethyl hydroxyketone 10b as an almost pure and 20.9 ppm), the configuration of the methyl groups of 10a and la was presumed to be the same. Similarly, the chemical shifts of the methyl carbons of the hydroxyketone 10b (25.9 and 21.2ppm) were identical with those of 1b. In addition, the conformation of the side chains of la and lb at C-6 was assumed to he equatorial rather than axial owing to steric repulsion between the C-2axial substituents and C-6 side chain. C-asignals of the isomers (17a, 17b, la and lb) were good indicators for the determination of relative stereochemistry between C-6 and C-a.
In our previous reports,3A) it was revealed that the C-a methyl signals of the threo isomers Table II . Antimicrobial Activity of the Synthetic STV-C2 Isomers appeared at near 69.0ppm, and that those of the erythro isomers appeared at near 66.5 ppm. From these data (Table I) 2) Preparation of ( + )-(2R,4R)-2,4-diniethyl-2-hydroxy- were identical with those of (+)-10b.
3) Synthesis of (±)-(2R*,4S*,6S*,<xS*)-STV-C2 (la). (±)-cw-Dimethylhydroxyketone (10a, 1 g) and 7V,0-bistrimethylsilylacetamide (4.4 ml) were dissolved in 20 ml of dry dimethylformamide, and the mixture was refluxed for 24hr. Hexanewas added to the reaction mixture, and the separated hexane layer was washed with brine and dried CHC13 ); MS m/z: 369 (M+, 2%), 341 (43%), 199 (30%), 157 (100%), 147 (35%). The aldol (-)-17b was dissolved in 4ml of a mixture of 30% aq. acetic acid and tetrahydrofuran (1 : 1), and refluxed at 80°C for 24hr. The reaction mixture was poured into aq. NaHCO3and extracted with ethyl acetate. The organic layer was washed with brine and dried over anhyd. Na2SO4. Evaporation of the solvent left an oil, which was purified by MPLC(solvent system, CH2Cl2/iso-PrOH = 98/2; flow rate, 2 ml/min) to give 4mg of (+)-(2R,4R,6R,aS)-STY-C2 (lb), for which the
